Outcomes of Patients with Takayasu Arteritis Treated with Infliximab

To the Editor:
Takayasu arteritis (TA) is a chronic vasculitis of unknown etiology involving the aorta and its main branches. Progression may lead to stenosis or formation of aneurysms 1 . Current therapy is based on corticosteroids and immunosuppressive agents. Treatment with anti-tumor necrosis factor-α (anti-TNF-α) has shown efficacy, as well as unfavorable outcomes 2, 3, 4, 5, 6, 7 . From a cohort of 14 patients with TA refractory to conventional treatments, we treated 3 with infliximab (IFX), and describe the outcome.
Case 1.
A 21-year-old woman was admitted because of 6 months of progressive chest pain, palpitations, and claudication in the left upper limb. Examination showed differential blood pressure between arms, decreased pulses in the left arm, bilateral carotid, and mitral murmur; erythrocyte sedimentation (ESR) rate was 54 mm/h and C-reactive protein (CRP) was 3 mg/dl. Angiography study showed stenosis in the thoracic aorta and supraaortic and renal vessels compatible with a diagnosis of TA. Initially she was treated with prednisone 1 mg/kg/day and azathioprine 2 mg/kg/day for 2 months, without a favorable response. Azathioprine was changed to methotrexate (MTX) 10 mg weekly. One month later, her clinical condition was unchanged, and we started treatment with IFX 3 mg/kg on days 0, 14, and 45; and then every 2 months for 6 months. Because of an unfavorable response, we increased the dose to 5 mg/kg every 2 months. She was asymptomatic with normal ESR and CRP for 2 years. Then she developed chest pain, and angiography revealed obstruction of the left main coronary artery ( Figure 1 ) and an aneurysm of the descending aorta. A coronary stent was installed, which resulted in symptomatic control. Tocilizumab 8 mg/kg monthly was useful for subsequent disease control.
Case 2.
A 27-year-old woman was admitted with claudication in the lower limbs and abdominal pain. Examination revealed different blood pressures between the upper limbs. Carotid and left subclavian vessel bruits were auscultated, and a murmur associated with a pulsatile mass on hypogastrium was found. ESR was 38 mm/h. A whole-body angio-computed tomography (CT) study showed aneurysms in the descending thoracic aorta and at the aorto-iliac bifurcation, and stenosis in supra-aortic vessels. She was diagnosed with TA. She received methylprednisolone pulses and was discharged with prednisone 25 mg daily and MTX 10 mg weekly. Two months later, cyclosporine 100 mg/day was added because there had not been a favorable response. One month later, the symptoms persisted and ESR and CRP were high. IFX 3 mg/kg on days 0, 14, and 45 and then 5 mg/kg every 2 months was indicated. Three years later, she developed severe cough and anterior thoracic pain. Angio-CT showed increased size of the aortic thoracic aneurysm with imminent rupture to the left bronchus (Figure 2 ). An endovascular stent graft was installed as described 8 . Subsequently she has been treated with prednisone 10 mg and cyclosporine 100 mg each day, with acceptable disease control.
Case 3.
A 23-year-old woman was admitted because of oppressive chest pain, dyspnea, headache, blurred vision, hypertension, and chronic anemia. Examination demonstrated a murmur in the anterior chest and abdomen. ESR was 54 mm/h. Angiographic study showed occlusion of supra-aortic vessels and descending and superior abdominal aorta consistent with TA. Control of symptoms was not achieved with conventional treatment (MTX 15 mg weekly, prednisone 50 mg/day, cyclosporine 200 mg/day). Ten months later, IFX 3 mg/kg was started. She developed angina pectoris, with increased ESR and CRP. A left coronary revascularization procedure was necessary. Because of persistence of general symptoms and high ESR, monthly tocilizumab 8 mg/kg was initiated. Two years later there is acceptable disease control.
TA is characterized by the presence of granulomatous inflammation at the middle layer of affected vessels, generating stenosis or aneurysms 9 . In
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The on September 7, 2017 -Published by www.jrheum.org Downloaded from active phases of this process various cytokines have been implicated in pathogenesis, including TNF-α and interleukin 6 (IL-6) 1 . Anti-TNF-α therapy has been considered after failure of conventional therapy. The outcomes have been described in case reports 2, 3, 4, 5, 6 . Schmidt, et al 4 reported improvement in more than 80% of patients. Some authors have described lack of response and even worsening progression with anti-TNF-α therapy 2, 7 . We describe 3 cases with apparent disease control for several months after IFX treatment; yet the disease progression continued, with worsening vascular stenosis or aneurysm that required invasive vascular procedures. Two patients were treated subsequently with tocilizumab, with a good outcome for at least 2 years.
Further studies are needed to establish the true role of these drugs in the treatment of TA.
FABIO BONILLA-ABADÍA, MD 
